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1 The more than 3-fold higher use of antidepressants (odds ratio [OR] = 3.27, 95% confidence interval [CI] = 2.27-4.70) among patients with IBS is not a surprising finding, but the actual use of drugs by IBS patients is little studied despite the high prevalence of IBS, which is estimated to affect 12% of adults in the United States.
2 However, a plethora of research reports exist regarding the comorbidity of psychiatric conditions and IBS; a MEDLINE search performed in October 2008 revealed 456 citations for the combination of the search terms "irritable bowel syndrome" and "depression." The medical literature shows a strong relationship of IBS with anxiety, chronic fatigue syndrome, and fibromyalgia, as well as depression. 3, 4 The research is sufficiently specific to differentiate a higher frequency of IBS symptoms with panic disorder, generalized anxiety disorder, and major depressive disorder versus social anxiety disorder, specific phobia, and obsessivecompulsive disorder.
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There is considerable discussion regarding the role of serotonin in IBS, 6 which suggests that some antidepressants may be more effective than others. Hayee and Forgacs in their clinical review (2007) presented evidence that (a) the diagnosis of IBS is stigmatized by the method of exclusion, leading to an aura of negativity for the patient; (b) IBS does not have a single cause and is associated with a complex of symptoms; (c) the association of IBS with psychiatric disorders begs the question of cause and effect; (d) despite the reported high prevalence of IBS, many more patients may have IBS who do not consult a physician; and (e) among the antidepressant drugs, the tricyclic antidepressants have been studied most often in IBS, with consistently favorable effects and a number needed to treat (NNT) of 3.2 (95% CI = 2.1-6.5) compared with an NNT of 2.0 for cognitive behavioral therapy and mixed but generally poor results with the selective serotonin-reuptake inhibitors (SSRIs).
7 Unfortunately, in the present study, Faresjö et al. did not record the subtypes of antidepressants (e.g., SSRIs, serotonin-norepinephrine reuptake inhibitors, or tricyclic antidepressants) reported by the respondents in their population survey.
Choice of Antidepressant
Amitriptyline has been shown to be effective in adolescents 8 and adults with IBS, even at a low dose (10 mg per day). 9 In the meta-analysis performed by Jackson et al. (2000) 10 and summarized by Hayee and Forgacs, 7 of 9 clinical trials of tricyclic antidepressants showed a statistically significant effect with an overall mean difference of 0.9 (95% CI = 0.6-1.2) compared with placebo. 7 Mertz concluded that tricyclic antidepressants are recommended for moderate-to-severe IBS in which pain is prominent or when other therapies have failed. 11 Mayer recommends a starting dose of amitriptyline 10 mg at bedtime and gradual dose increases over a period of several weeks to a maximum tolerated dose of not more than 75 mg at bedtime. 12 In his expert review, Farthing cited psychological interventions (psychotherapy, shortand long-term hypnotherapy, cognitive behavioral therapy) and antidepressants (low and conventional doses) as effective therapies for IBS, including a therapeutic gain of 33% compared with controls for cognitive behavior therapy. These researchers found that IBS-D patients, with a higher proportion of males, had less body awareness, fewer psychological symptoms, a better sense of coherence, and higher C-peptide values compared with IBS-C and IBS-A patients who expressed higher body awareness, more depression and anxiety, and an impaired sense of coherence. For managed care, Hayee and Forgacs concluded that the combination of physical and psychological symptoms with high prevalence in IBS makes the primary care setting the logical choice for most IBS patients, with referral to therapists with appropriate psychological skills.
More Effective and Safe Drug Therapy is Needed
Because the diagnosis of IBS is often made by exclusion rather than by definitive markers, it is understandable that pharmacotherapy for IBS is as yet imprecise and still evolving. Camilleri and Chang provide an informative perspective on the opportunities and challenges of bringing new pharmacologic entities to market for a condition that has had many end point markers over the past 10-15 years.
14 Mayer (2008) reviewed the drugs and drug classes employed in IBS clinical management, citing only 2 that were approved specifically for IBS: tegaserod (Zelnorm) for IBS-C and alosetron (Lotronex) for IBS-D. 12 Yet a third drug, lubiprostone (Amitiza), also has Food and Drug Administration (FDA) approval specific to IBS-C (in women aged 18 years and older) and is the subject of a recent JMCP supplement on management of chronic constipation. 15 The Medical Letter consultants concluded in July 2008 that, for a monthly cost of $219.88 for 60 capsules (8 mcg twice daily), lubiprostone "appears to be modestly effective for a small percentage of patients with irritable bowel syndrome with constipation." 16 The 8 randomized, controlled trials for tegaserod show that the active drug was 20% more likely to be associated with global symptom relief compared with placebo, but with an NNT of 17.
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A Cochrane review by Evans et al. (2007) found no effect of tegaserod on pain or discomfort. 17 The side effects that became evident with tegaserod, including adverse cardiovascular events, 18 contributed to the suspension of its marketing in the United States in March 2007; its use was restricted to investigational-drug status in July 2007 for women younger than 55 years who have IBS-C or chronic idiopathic constipation without known cardiovascular problems.
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The other promising new chemical entity, alosetron, was approved by the FDA on February 9, 2000, but was withdrawn from the market just 9 months later on November 28, 2000, because of severe adverse effects, including ischemic colitis.
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Alosetron was reintroduced to the U.S. market on June 7, 2002, under an agreement between the manufacturer and the FDA, restricted to use only in women with severe IBS-D who have failed to respond to conventional therapy and subject to each patient signing a patient-physician agreement.
The search for a disease-specific drug for IBS has therefore left 2 of the largest brand-name pharmaceutical manufacturers essentially empty handed. A systematic review that is now 8 years old identified 283 studies of IBS, of which 70 met the inclusion criteria, and concluded that the "strongest evidence for efficacy was shown for smooth-muscle relaxants in patients with abdominal pain as the predominant symptom." 21 There were 16 studies of smooth-muscle relaxants, such as dicyclomine. The smooth-muscle relaxants have an NNT of 4.5 compared with 3.2 for the tricyclic antidepressants, and both classes are superior to the NNTs for the other 2 classes of drugs: 10.7 for the serotonin-4−receptor agonist tegaserod and 7.6 for the serotonin-3−receptor antagonist alosetron. 11 It is interesting that Faresjö et al. in the present issue of JMCP found that this class of drugs ("motility/ antispasmodics") was used by only 1.7% of patients with IBS, which is lower than the use rates for other gastrointestinal medications in IBS patients but dramatically higher than in control patients (OR = 22.06, 95% CI-4.43-119.72).
Economic Burden of IBS is Potentially Large
While the point prevalence of IBS is estimated to be 12% of adults in the United States, survey data suggest that IBS may affect as many as 20% of the U.S. population.
2 But because as few as 10% of those with IBS report their symptoms to physicians, 22 the U.S. prevalence rate from administrative claims data ranges from 1% to 6% of the population. Data from the National Ambulatory Medical Care Survey from 1997 to 1999 and the National Center for Health Statistics for 1996 show that IBS affected approximately 1% of the U.S. population, as derived from the primary diagnosis field in medical claims, and accounted for more than 4.4 million physician visits by 2.1 million patients between 1997 and 1999, 23 while Everhart and Renault (1991) estimated that IBS accounted for 3.3 million physician visits per year. 24 More than 20 years ago, Mitchell and Drossman estimated that IBS accounted for 12% of visits to primary care physicians and 28% of visits to gastroenterologists. 25 Talley et al. found that patients with IBS incurred median annual all-cause medical care charges that were 73% higher than healthy controls without IBS ($742 vs. $429 in 1992 dollars). 26 In a systematic review, Inadomi et al. (2003) found the total economic costs of IBS to be $1.56 billion (1998 dollars) in the United States, of which 87% were direct costs and 13% were indirect costs associated with absenteeism from work attributable to IBS symptoms. 27 Hulisz estimated much higher costs of IBS in the United States, including indirect costs associated with lost productivity and adverse effects on quality of life.
28
Until more specific drug therapies for IBS are available, the mainstay of clinical management is the differential diagnosis to rule out conditions, such as colitis or atypical Crohn's disease, and to present the IBS patient with a model of the disease (e.g., brain-gut disorder) that is plausible, with symptom management of altered bowel habits with either antidiarrheals or laxatives. 12 Physician acknowledgement of the disease may improve the patient-physician relationship and even result in better treatment outcomes. Dietary modification, such as avoidance of suspected dietary triggers and moderation of fat intake, may be effective in some patients; oral fiber supplementation is widely used but without supporting evidence, and there is a significant placebo effect in IBS that may last 3 months or more.
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No Silver Bullet on the Horizon In this seeming quagmire of uncertainty in the diagnosis and treatment of IBS, the survey research reported by Faresjö DISCLOSURES et al. in this issue of JMCP was motivated by the hypothesis that nonspecific (and not recommended) drug therapy, particularly acid-suppressive agents, would be high among patients with IBS compared with controls without IBS. What they found is that 15.0% of IBS patients reported using either prescription (13.3%) or over-the-counter (1.7%) acid-suppressive drugs, which is approximately the same absolute proportion (13.3%) of patients who reported using antidepressants. With 1 in 5 persons potentially affected by IBS, a pharmacologic answer would have an enormous market. On the other hand, Kaptchuk et al. (2008) showed convincingly that IBS is responsive to placebo treatment (sham acupuncture), with significantly greater relief of symptoms, global symptom improvement, and quality-of-life scores when sham acupuncture was combined with augmented patient-practitioner interaction that included active listening, communication of confidence, and positive expectation of patient response. 29 As noted by other reviewers of the research evidence regarding IBS, 7 the quote attributed to Hippocrates may be particularly appropriate for this clinical syndrome: "It is more important to know what sort of person has a disease than to know what sort of disease a person has."
